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O (57) Abstract: Hei2 and/or EGFR inhibitors to be administered to subjects with the overexpression or activation of Her2 and/or 
^ EGFR that have been subjected to an examination for detecting the expression or activity of Hei2 and/or EGFR and thus regarded 
fT) as having the overexpression or activation of Her and/or EGFR; and medicinal compositions containing such an inhibitor. 

O (57) Hei2Xf*/&t/:EGFRf6aX(4JS1t*ttai-r4fcA©«l*l:: J: y ««l«a«)Her2XI*/&t;EGFRa>«S 

> XfiStt^^BrL. ^onm. Hci2XI±/&l/EGFRA<jaSSI6SXtt5S14ftLTl^Si:*ilBf**ifcatt»*l=«L 



wo 03/101491 Al llllillllillilllilillllllllliiiflilH 



wo 03/101491 PCT/JP03/06988 

m m m 

JilH^^^^*: (epidermal growth factor receptor. ^^JlTEGFRi: B^i-o) t-^<DmWi 
©human EGFR type2 (|JiLTHer2 ^ B^-To SiJ^erbB-2 i: Ijiq^^o) d5^tf?>tv5« 
15 EGFR t Her2f:i^n^ix5>^*170kD. 185kD(Z>|^m3iM*IS S *> So EGFR ^ Her2 

20 EGFR\'iii^^mi^S9%tm«>XM^^^&tX^m.l^X\i^^U. Cancer Res. Clin. 

Oncol. 1993 119, 401-407]o — I!^. ^(Dm(OmmX}t0/himJI^Blif^(OA5%\Z.EGFR(O 

iiPmrn [Cancer Res. 1993 53, 2379-2385]. ^ V :ty 7 :^ h (05m:iEGFR<Dm. 

fe^liil'I [Cancer Res. 2000 60. 1383-1387] /jJ So 

}leT2\Z.m\^Xitni^(D3mzmiB^mmU. CUn. Oncol. 1993 11. 1936-1942] 
25 . |p^0<D32%lCjapJB^ [Cancer Res. 1990 50, 4087-4091]. 2^7^^ >'Sfiti4SgS: 

JISm(D67%\ZLi^m^^iClinical Cancer Res. 2001 7. 2643-2647] /ji^O^^;6SfcS 

o 

1 



wo 03/101491 PCT/JP03/06988 

^^(D^^^f^mt<DmmK^t>'txmM^Mm.'r^^xtb^o j: 

EGFR i: Her2 fiS V^ C2 ^-a-ftc )it*BSf^ffi 3i5 ^ e> tt S [J. 

Clin. Oncol. 2001 19(18s), 32s-40s]o -^rUT, EGFRa:Her2(D*58^t^ J: D EGFR 
10 J^Ml^Jl^^g'fbdS^ P>(z:*P5i$tbSr i>6S^e>i^-CV^5[Cell 1987 58, 287-292] 
. ^fts m'^^\^:iS^^XEGmtnei2(D^^m.7!)^h^tf'^^^\Z.fj: 
?>b(Om^hth^iClin. Cancer Res. 1999 5, 4164-4174] o 

-To) ^^hib>-:^\z. vib^i^m \^fj:\^^mMi^}t^xmft^'^M7i^}Xiiii^mmm^h?> 

EGFR^Her2(7)^»r^^|?fi|!E»-JK< ^e>ttTV^So -t b-CEGFRteU^-a-T S^flct::^ 
[Cancer Res. 2001 61, 4490-4496]o — fLiSS#(Z>Her2^mo%^tC J; 

20 *)T>'^71^-r^y ^^5^^i®^Ri©^iii5^^am:65^ffl!i"^^ -art ^^v^-r^m.'^^m 

T#fc[Clin. Cancer Res. 2001 7, 1577-1581], \^1tii^oX^ EGFR-^Her2(^^»fJ* 

EGFRlJa^^Ji: l^Xn^fam^t^o v-^^^-^— ^pi§^J;&S^0^J(^IS^W^^|Jg 
25 tClfcSo Her2PJ.||^J-X?ttttJ3B]^{$:/N— (Herceptin : ^fiiife. Rochet) it^ 

2 



wo 03/101491 PCT/JP03/06988 

^eT2^i^^^-'±-^f':^\ttter2(D^^^]Sr^^—^':fT:^ V (Herceptest : FgSife 
5 EGFR^i—'^mm^l^l^y'^ (Iressa : fSiPoife. A.Zenecatt) K}tmM(OWlBM 
Swi:;65g|;^^^-t?^$tb*C#fc[Clin. Cancer Res. 2001 7, 3780s]o Ud^Us ^ 

^(O^^i^/vm^^^WM (Thymidylate synthase : TS) ^^miSClfi^^ Kofy ^ 
^Jl^&LMMUB (Dihydropyrimidine dehydrogenase) ^141il:i:5FU^^'l4fi 193**5 
^^h(OmW^^i^^-^f^M^^^ 2000 35, 340]o L*^U Hlg^lJlf&SlC^fet L 

25 ttS14dSm^$tt:fclS^j^^?r^tCSt bTHer2X«/'-RU«EGFR|Ja^^J*S#'rS ^ ^ 

i->:C*>*>. CK^i 9''J^-3i<^?&i^fe^-*5V^Tift#^i^5Her2XH/^l 

3 



wo 03/101491 PCT/JP03/06988 

5 ( 1 ) Her2x«/s.tJ«EGFRlsmx^*«^4^^ti^-r sfc*<^)^stci<t t) m^M^<o 

( 3 ) Her2jSttFEGFR^mi«?Si4Sr^a3-t-S :rcJ?><^^jfetC i t) tfe<t*rife<^Her2:S.t;« 
EGFRmm.X\tm^t:mmV. '^(Ol^M. neT2RmGFRi)^7^mm^Xn^mt\.X\^^ 
S i:J|9j^$nVt1SEi(^^l^t::*f bTS#$tl.6Her2&tJ«EGFRP£W^jT'fcSB&l^ ( 1 ) 

15 \zum(ommm. 

( 4 ) Her2&U5EGFR<^Stt^Sr^m-r S fc*<D^5glC <t 9 ^^^^<^Her2S.mGFR<^ 
^li^r^tlfb. ^coj^m. Her2^tU5EGFR;65^'l4^l::LTV^5^:i^^J»T$i^fe«^^^^^^^: 
MVXU-^ir^ityfxDm^ (3) t^HB^oPl^^PJo 

(5) «^i^>fti^:i^ }ier2Xi'SiyRmGFfL<DT^mmm.xitmmt{^^m'r^^B^B 

20 o-CV^5i:^3il$4^-5'bt^-e*)St^^lB (1) l^l5«^<?5ia^^J> 

(6) m^M^a^. Her2^t;5EGFR<OagSlmmXtt^^4'^b^^:^H•rS^SSrSoTV^ 

(7) «itit^*r^:isfc t&iB (1) d»f> (6) ©v>-rtv*^i i^^iem^iaw^j 

25 (8) Her2X«/'&t;5EGFR|gmXtt«<4Sr^W-r5fc*(Z>^SdS($:^^^-efcS^ 
IS (1) IdfEifeOlJaillPj. 

(9) ner2RmGFR^m.xnmn^^m-r^tci^(o^^iim^^^xh^mm o 
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wo 03/101491 



PCT/JP03/06988 



/^-r:/y y-r-^-v-a i^ifeT*fc5Htii2 (s) xi* o) \cum.(DmmM. 

(14) ;^®i;s.t;5:^^fi^«cSrfflv>fc/N-i'^yi5^-r'^-i^3>-^£d5, rt-pcr 

(15) TIB-«^^ (I) 



XfiYd5CR*-efcoT. Vd^CR^-Cfot) ; RMiCi_4T/V"^>'K Ci_4T/W='=¥ 
CHaSOaCHaCHaNHCHg-Ar - (r^-e, A r 77 

<J:v>o) x«-c = c-c (R«) (R^) (R*) Cir-e. r«. r\ R'^n^ti^ 



15 





5 



wo 03/101491 PCT/JP03/06988 

n^fi2:b"C. 7i<.mj^^. MVvi^-y, /Npy:/^ Ci_4r/w^/V'X«Ci_4T/w=i 

HCO-R' (rr-C, R»»Ci_4T/W'¥/K C i_4T/U=i C 2_4T/V'>Jr:= 

10 . -r>'Ky::^/K -fy-f^'Ky^^^/K iH-^>^^yy/K 2, s-v^tKo-i 

H-^^'^j/y/K IH — ^^yy/W, 2, a-i^^^t: Kn-lH-'<>'X 
^ 5^yy/i'XfilH-^:/y b y Tv^y/V^Sr^b ; R^^^^^v^/K /^a-. 
o -^tF h y n ^ v^/v-, ^ :y jv^ t° y ^^fV:^ ^/w, y i^/i^^ Y^'y 

(Dm^mx^ i^^. RMi#>«r3fiS:»z:/M3y>'. Ci_4r/i"^/V'S.xj«Ci_4T/t'=j^ 

Ci_4T/W^>'K C2_4r/W'Jr;:i/K C 2-4^>'^^^>'K C i_4T/^=' ^i/. T 

20 ^y. Ci_4T/W'^/V'T?/. [Ci_4T/vdf/p.] r^y. Ci_4r/^'^>'V'^:i-. 
Ci_4T/w#/V';^7V7^^/K c i_4T/w^/V'^>'^2j^=>'K Ci_4T>'^'SE^/w:^/V3iI?= 

;<?/^JiK=^rS^^ Ci_4T/l^=i=¥v'*/^Ji?:=i/K Ci_4r>'V'^y^ 

/UT^y. N- (Ci_4T/Wdp/v) :;&/W<^^yK N, N-i? (C i_4T/W^-'^) 

— ^-^i^T'fcSHSiB (1) xfid^ib (14) (o\t^-fi^t^'L\ziUWL(o^mm. 
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wo 03/101491 PCT/JP03/06988 

(16) (4- (3 -:7/^:^o^:/i?/W:^^v') -73^=^/^) - (6- (5- ((2 
. 4-d] If y ^i^:/-4— T/v) -r^:y : 

(4-^>^v^/V;r^v'7 3i:=^/W) - (6- (5- ((2-^ ^^^^^/W^J^^/V—^^/W 

N- {4- [(3-7/U:^-a^>'i^/V) -6- [5- ({[2- ( 

^ ^/V-J^/W/iscii/W) T ^ / } P< ^/^) - 2 - :7 y /W] - 4 - ^-^v^ y ^'T 

N— [4- {^>'i^Jl^yir^-» ^aLcs./v] - 7 — [5- ({[2— ( 

10 ?i^/v:^/T^^^=^ji-) T^y} -2-7y/w] -4-^-^yy^r 

N- (l-^i^i?/W-lH-^>'^y-/W-5-^/V) h^E-v'- 6- [5 

- ({[2- f^/^;^/^^^^/^) j^^/w] T^y) pt^/W -2-:7y/U'] -4- 
^jf-^y y :/r ? ; 

15 N- {3-7/V;^-t3-4- [O-^/w^n-O'i^.'W -6- [ 

5- ({[2- i?t'^Jl^:^/l-:^:=^/^) ^'^f^'^ TKJ) -2— 7y/W] -4 

-dE--^>/y :/r5^^ ; 

N- [1- (3 -7/1^:^13 - 1 H-^i^iJ^y— /V- S-^T/l'] -6- [ 
2 - ({[ 2 - ^/l-;^/!^/}^^/!^) T ^ y } 7« - 1 , 3 -f-T-/- 

20 /W-4->r>'V] -4-^-^>'y >'T^:^ ; 

6- [5- ({[2- {;^f';v:^;Vi^=:^;V) sl^jV] T^/) j^^^J'V) 

] — N— [4— {:7 3L=:-;v^;v^=:i;V) :7ai;=:yw] -4— y ^'T ^ >' ; 

N— {3-7/^:^13-4- [(3 :^=^E^i^] :7 3i:=./V} -6 — [ 

2- ({[2- (y^/UX/U^c^/W) cnf^/w] T^y} -1, S-'^Ti^- 

25 /P-4-^/^] -4-'¥'^>^y i^T^:^ ; 

N- {l-^l^'Jjy^-lU — (l^ir:/—;V-5 — <;V) -6- [2- ({[2- (;;< 

'^JV:^JV:^^=^;V) 31 ^yw] T^^} -1, 3 -^T J/-/^- 4 -^/W] - 

7 



wo 03/101491 PCT/JP03/06988 

N- {^-yjVytu-A-^'y-^/v:^^i^y:x.^/v) -6- C5- ({[2- 

5 N- {3-^ vin- A-^l^'t;>^V:^^*yy -6- [2- ({[2- 

T^/} -4-7y7W] - 4 -=3^-^-^ y ^'T ^ ; 

N— {3-^ no — 4— [(3 -7/l^;ra-<^/i//W) :7aizi/v} -6- [5 

- ({[2- T^/} -2-7y/w] -4- 

10 N- ( 1 1 H — r /I'- 5 — 7-7/W;^-p-6- [5 

- ({[2- i^^?v:A;v^=^/v) ^f^/H r^y) -2-7y/i^] -4- 

'^r-^v^y \yr%\^ \ 

N- (3- h y 7>'W:tn;;<^/U-4-^i^v^7W;r=3fi/7 3i:^/W) -6- [5- ({[ 

2- T^/} -4-7y/V] -4-^-^:/ 
15 y i^r ^ ; 

N— [4- (3— ^no-4— 7/1^:^073^^/^) — [3- (4-*/^ 

J^^y=/^) :/ajj^dE^i^] df^-^-^/y -^T/v-] r^y/i^r^K; 

N- {4- [( 3 - n la - 4 -:77V:^a 731 —/W T^y] -7- [3-j?<^/V- 

3- (4-7«^>'V'- i-t:'^7i^=-/W -i-T'^^/w] -e-^-ryv =^/^} r 

20 y /wr 5 K ; x\-i 

N-{3-^ tiu- A- l{3 -y^^:t^^yi^J^) y zx,:=.;V) - Q - [5- 

({ [2- rn^/k] T^y}^^/^) -2-7y/V'] -4-=^r 

25 -S-ife-Cfe-SHulE (1) ii^h (15) <DV^-f^^^*l tJ:|B^(7)Pl§^J. 

(17) N- [4- (3 -t^ 0 0-4-7/^:^-0 731— /P-) T^/] -7- [3- 

(4-*/wj^y-/w) 7"o7jf^'>] :^r-^i/yi^-6 — <M T^y/i^r^K. xfi 

8 



wo 03/101491 PCT/JP03/06988 

N-{3-^na-4— [(3 — 7/W:rci^:/i;?/v) :t^->l y :^=^M — ^— [5- 
({ [2- {:^^i^7./v^=^;v) Ji^/v] r^/}p«^/W -2--7]};v^ -A-^ 

5 -efcstffiB (1) (16) (o\t^'ririii^i\z.^m.<om.%n. 

(18) sGiB (1) (17) <o\^-rM^i\^^WL(omMn^^^^^t\.x^ 

tJ^f&Jle^-efcSBtriE (i 8) tc|Ei^<^E^m^'l^. 

X iliflii^Sl^k. XftffcilS-efeSHulB (19) \z.-^m.(Dm^^m. 

(21) Her2X«//S.t;^EGFR^mX(*«tt^^ai-r5fcit)O^Sl:: J: 9 
Her2X«/^tU«EGFR5imX«?SH4Sr^»fU. ^©Ji^m. Her2Xtt/'5.t;«EGFRdSaa||iJ 
15 ^^y.\t.f^mt\^X\^:!bh^m^flfc.mkMmz.n\^Xn.^ir^1ii^(0. Her2X»* 

/^TJ?EGFR(^>iipmmx^i«'l:^ib^;ljeE•rs^a<^>^B:&x^*/^to^f&^^m^ 

(2 2) Her2X»t//&t;«EGFROaa5iHmmXtt«14'fbt-^Hi-5^S;65^. «S.TJ«^ 

X mmm\:.. y.ytmmxh^m^ (21) iz:iB^<z)i^g«x«/^u^f&i^^. 

20 (23) Her2Xtt/'2it;«EGFRlgmX«?SttSrt^im-t-S :fc *<^^^ttw J: 9 mkn^<0 
Her2Xtl/-RmGFR^mX«^i4Sr^»Tb. Her2X»*/^tt;«EGFR*5igpJ 
BmXf*?Stt'fl:UTV^Si:*IJ»r$ttfclS[^^l^t2:^bT^^»(OHer2Xti/^itJ? 
EGFRPlW^RISr^-^-t-S w "TS . Her2X«/5:U^EGFR<^iapmmX«^t4 

25 (2 4) Her2X«/^tt)^EGFROjSfimmX»i^tt'fk»J:^H-r5^Sd5^. ^^ISLU-n 

. W^mmt. xfilS;0-efc-5HtilB (2 3) (ciBm<^^BSX(i/'^it)«f&iif:^&. 

9 



wo 03/101491 PCT/JP03/06988 
(2 5) tillB (18) 7!)^^ (2 0) <D\f^Ttlt>^l\^UM<DmMm0.^. ^StV^^l^M 

mmmt. xi^ii^-efcssuis (25) \z.mm<D^M^^<y^—''^. \^m-t^o 

r\ieT2Xn/R'(fEGFR^m^^m-r^rc1iKD^^i t b-Ctt.Her2XH/Jtt/EGFR 

10 \z.^-t^^^^^^^it.'^^^^:^^. x\^. mMR-^mmmm^^my^^f:.^^^^)} 

r@>fi^^^fc^J^^?fe (ELISA= enzyme-linked immuno solvent assay) J 

wm-^'^'^mm-f^^^r y^^m (eia) -efcOx ^j^^ife^^flct-^w^^-e 

f^^T y±-( m^mm Xn^j: p :^^X*h 6 o - (D:^m±1971^ E. Engval h\^XoX 
^/U (zeptomole : 10-"^/W) U^jl'(0^m<':>M^i>'^t!^^i:^^tl^xm^^tltCo 

1 0 



wo 03/101491 PCT/JP03/06988 

rpCR (Polymerase Chain Reaction) J ttt^ DNA Polymerase(^SJ5SSr3S^6?>x aS 

lii|>i-r5S/S-e*?So ^-et>. iJfr^^SJC£:i:PCRiSrm^^t>-^/c TRT-PCR (reverse 
15 transcription-polymerase chain reaction) ifej fi'fco '|>^S;d5i^V\ 

riSH(insitu/N-r:^y fiMi^»f>ltt?cOi(t^^^m<^^ti:life 

o 

20 i: t)"^-t-V>RNA&-0g^^#T"em^^l&U 7«>':/l^V (■:^^ p V'-^^ h n-t/Un — 

r-y-if :/:/p y tfi. i975^Jj:SoutherntJ:J;o-cfB^$n^^^^<o^fe-e 

Her2X«/&t/EGFR<^^mX«?S14«:^tti-r5(c:fi. ll#d^e>S^Ufj:mi^ (^ 

1 1 



wo 03/101491 PCT/JP03/06988 

o 

5 . mmm. mmm. ^i^mm. ^m. ±Ti.m. wm. izm^^. ^^mskmrn. 
mwm. fx^mm. mm. mm. mmm. m^mm. %m. 9mm. ^^-^mm. -^^w 

±. msm^t. mm^tmifhti. mmm. mmm. mmm. ^m. ^mm. mm 
. :kmm. ^^mmmm. mm. m'^m. mmm. mm. mm. mmm. m^mm 
10 . m.m. 3mm. "^-^mm. ^^i^i^m. iAmmmm'^v<. mmm. ^m. izm 
m. ^4-mmmm. mm. mm. m^mm. %m. $mmm^^y)m-^\^^'\ 

15 riierZXnyRXfEGFRitmmmmxnmmtVXl^^^mmi iin. Her2XJmFR 

^mer2x\t/Rtj^EGFRi!tmm]^mx\tmmtvx\,>^m^<omm<Ditm^^^ir 

20 2|c|g^tf5 rHer2Xtt/5.tJ«GFRPl.«|Rjj t VXit. neT2RmGFRi>ii^m?t^Xn 

mm\:vx\f^^^^\^Mvx^-^ir^iieT2Rxj^BGFRmmmxh^:itiimt.v<. 

tier2mmMRXfEGFRmmmf)'^ h f^i^^MXho Xh^<. )\ex2^mnRXMGFmm 

h. \[eT2mmntF.GFm.mmt^n^mfi^^^'-y\z^^^^\z. su^t-. *>5v^ 

;*:^^^^:i3V^T^^■r•5Her2Pl^^i: UTf*. mier2lffiW-^^—±Zf^>' (Roche) 

1 2 



wo 03/101491 PCT/JP03/06988 

. TAK-165 (^ffl). ETH-102 (ExonHit Ther. ) m^mifhfl. ^^5g^;I*3V^ 
-C-g^ffi-f <5EGFRP£W^J^ UTfi. W 1^ (A. Zeneca) , OSI-774 (Roche). PKI-166 
(Novartis) . EKB-569 (Wyeth) Wtmif htl^o :^in^ (OM^^^^m UT TAK-165 
^^oV^•r^:iW002/06249■^<2f#. #M2001-348385-^<2j^. #^2002-69070-^^^. 
5 #M ¥9-136877 #W ¥11-60571 ^ V- 3/ i^JJloV^TfiWO 

96/33980#^^S. #ffS3040486-^^^t::. 0SI-774^J:oV^■r fiWO96/30347-^^^ 
PKI-166(^OV^THW0 97/02266#r^^{C. EKB-569 ^^OV^T^t^S#fF^ 
6, 002, OOS-g-tJlia^^ttTV^So 

m(om&M^'r-ifmB(om.mi^m-^^i^m-t^mmm. ^^Her2x«/s.u^EGFR 

^^t/EGFR i: (DSibm^m^<om.mmm^mf^n^. 
fv'z^TMKmmi <o^^M.i^m^j:it'^m<Dmt ur^. wo 9 9/3 5 1 4 e 

20 -^^^ 2002-500225 -^^«) |J:|S^$tLTV^5Tia— ( I ) 




1 3 



wo 03/101491 PCT/JP03/06988 
X«YdSCR^T*fcoT> Vd5CR^-Cfo9 ; RMiCHg S OaCHaCH^NHCH 

v>7 ai^^'V'. y i^/K 3 H— r 5 y y >^ k y /k ^ y 'f >' k y /k ^ 
10 Ky=^^K y-r^Ky ^^^v'K iH->r:/i?^yy/K 2, ko-ih— r 
ViJ^^/y/K iH-'O'X-r ^^j/y/K 2, s-v^t Kn-iH-^^^x-r 
y y 1 H — ^^i^y h y y /wssr^u ; r^^^^^s^/k -^ i^^^a 

y^i^. vo-i^/W^j-df^i^^ /NO-, i?yMa-&tJ^h y/N^^:/v?/^;t^i^'fe^>t;^^- 
v^/wXfi h y /M3 f^/U'^:/i^/W;*-^v^2:^i"J&^ ; XliR ^f*±IB^ ( a ) (om^ 
(^(fJ. R^«:^>«rlSlS:l-/^nyi^, C ^.^T/l^^Ji^RX^C i.4r/^='^i^^^h 
miR^tt ; *>o. nliO~3-efcS) ; R 3iS:i-t Kn=¥i^. /^n^V^ C 
i_4T>'l^^/K C2_4T/W'J^^/K C2_4r/V=3E^^/K C i_4T>'^=^^>', T 5: y > 
20 Ci_4T/l"3^/wr^y. CCi_4T/W^/V] T^y. C,_4T/V"¥/1-^:^. Ci_4 
T/l^#/^;^7^:7^rryv, C i_4T>'W^>'W;^/W:^^=^/K C i_4T/V^/V'^>'l^Jj?=^/K 

^y, N- (Ci_4r/w#/W :*/w^*>f/K N. N-i? (Ci_4r>'V'¥/w) tifv 

) ^^i^] 7ai-yW-6- [5- ({ [2- (7< ^ ^^/^] T^y} 

^^Zl^) -2->^y/V'] -4-^:^>^y l^TK^'^iP'. XfiWOO 0/31048 

1 4 



wo 03/101491 PCT/JP03/06988 

■^^#{2:M^$tu-CV>SN- [4- (3-iJ'oo-4-7/V':^p:73i:=/V') r^y 

] -7- [3- zfxi^^z^2 ^i-yv ^^-6-4/1^1 r^y 

amm^ ^^>m. vi^=^Mk. %jsk. y-^^^m. ^ru^i^m. ^.%mm. ^^/v-m 

15 ymmm\-fhn^o 

-Wt^ (I) (^jl:'^iK>OM3t;^&S.tJ?7^aT>'HJl^f^ffitCoV>TtiW0 9 9/3 5 
14 6-^^#J::. N- [4- (3-^ni3-4-7/^;^P7ai^/W 
[3- (4-^/pj^:y ^/i^) ::^i33KdE^v] '¥:^i^y :^-6->r/i^] TiJ'y/wT^K 
©®at:fe'^fe^t;^x^T>'^PJ.^f^ffit^:ov^-c^iWOO 0/3 1 0 4 8 #>2j^i::|B^$ 

m^^ir^'t<Dm<oi[:^^ m:tit. wo 02/066451 ^^:|Sife$nTv^^>^k 

25 mmm. i^^m. mmm. m^m. m^m. %^ms ^^m. ^mmmm 
. ^^j. ->^^y:^M. :^^/v^i:^3>^m. z^v^iy^i-M. mmm. mt^m. ^ktm. 

1 5 



wo 03/101491 PCT/JP03/06988 

^mmKi^\'^x^ 0^^nt\^. ^r^m. Bm^&.M. mm^^mm. mmp^^ki 

±wfm^ti^^<i^tii< th-o<ommm i^m^^^M. mfKM. ^^m. mst^t 
mmm. u^m. m^m. mmm. v^^n^m. y\^-^<-H-^m. 

15 ^mm^ft}-imm^&xh<:>xi>x\>\ ^t^K, mnmpixnmmitmmtvxmm 

mm&. m^<oi(&^. mm^n'z>x\f^^m^(o^(ot^^(Dm^(om§i\^it-c. ^ 
ne>fcsv^^«^7>flfe(^llH*#ltbT^lle^?)p>ttSo m:ttt±.u~i&t^ (i) xm^tt 

25 . n-^m^m^XoXmtH^it^. ma&^iaiO. O 1~1 OO Omg/k g«:M/0 
. ig^*b< ttO. 0 5 — 5 0 Omg/k gM/BSr. —0 1 —IScIilJJl^^tt-C^^i- 
So ^sp6?)(3ti. ^T. m^i^x\tmmjh\^. mo. o 1-50 

1 6 



wo 03/101491 



PCT/JP03/06988 



mg/k g^^cS/B. ti}'kV<i^O. 0 1 — 2 0 m g/k g ^jcM/ 0&^-t-S<^>dS 



10 ijiiT. :^mm\^-:>\'^xmmm^mifxmmz.mm-r^it)^. ^(o^wt^mx.fj:\^^m 

E G F R ^ o V ^'^•^ — "^iJE^f^ffi 

15 ^Sfe (21^ V^ySi^^jPD 01838051*. EGFR^o i/i^df«^~-^^|Ja^ bEGFRiaipiI^m^ 
A431lc:^bTin vivo^J^^;^:^^^-^ ^ f>tt-CV^S *fCs PD 0183805(^2 
ia^MCI-1033J*MDA-MB-453j^fla^^N— l^^3L y l^mW^V1tf^(OHeT2, erbBS-tUT 

iJAT<Z)|E*fel3:*5V>TPD 0183805*PD, PD 0183805© 2 i£^ltCI-1033^PD • 2HC1 

N- [4- (3-:^aa-4-7/V';^-p:73i=./V') T%/ — 7- [3- 




1 7 



wo 03/101491 PCT/JP03/06988 

t.fc. PD^tJ^PD • 2l{Cl(D^^\i, WO 0 0/3 1 04 8 ^^^t^llBiS^tVfcI^fe 

1) Vincent, P. W. , Patmore, S. J. , Bridges, A. J., Kirkish, L.S. , Dudeck, R. C. , 
Leopold, W. R. , Zhou, H. . Elliott, W. L. Proc. Am. Assoc. Cancer Res. , 40: 117, 

5 1999. 

2) Slichenmyer, W.J., Elliott, W.L. and Fry, D.W. Semin. Oncol., 28: 80, 
2001. 

# ; ;<7 ^ n ^##TKG-0182, ^it\'iATCCX 9 ^A^^-g- ; ATCC#-^CRL-1555) J; 9 
10 # lb ^^f^llH55>6^^-ffiSSi$i^feEGFR^^V^, Linda J. Pike^(^^n i/^/^^-^—- 

liiBJ^lJ^fe (Proceedings of the National Academy of Science of the U. S. A. , 1982, 
79, 1433)Sr5fi:mLTfTofto P bV^:3^&^i^^i^T<^3l t) -CfeSo 

Jfe-lO mM HEPESi^«^(pH7.4), 0.25 M ^ly^Jti—:^. 0. 1 mM EDTA^r-g^tf^^tfi-e 
15 Ji^^i^^— 3.000XG-e5 5>ra3i'l>5>SIU HJJ:-?:<^-t^SrlOO, OOOX 3 

A4313NBJI&I^®5> (10—15 /ig). 30mM HEPESig^^ (pH7.4), 2 mM MnClg 
, 100 /xMNa3V04, ^ttJ^v^pt K(DMS0) (z:^0bfc^^J(^^J5Kil?0? ( 

20 a^WkM 196 DMSO) JJl. 100 n s(ORGF i:Mx.it^. ^^^MT>Z^:tT:^i^ 
^ I I (Asp-Arg-Val-Tyr-Ile-His-Pro-Phe) 5 0 /z g. T^f^i^l^E.]) >^ {y - 

BLJ^-'^-t^^KXZ O^mn^i^. 10 mg/mL4^jfiL^T/U:/^>'^6 Li: 2 0 
25 %hy^acii^^2 5ML*Dx.-CS*&^f^-ltU ^(ZJ^^Tk^Ptil 3 O^BSifefibfc 

-5:<^m5 0 0 OG-e2:0-^3i'i>bfcm> ±M^4 0 /t Llh^^^y :^j/bTP 8 1 

1 8 



wo 03/101491 PCT/JP03/06988 

Ri.W2^(%)= 1 0 0- {(A-C) / (B-C)} XI 00 
m^J(D^^lP^J[^^>fk$^T#?>ti.:^Plll^J:t) ICsofit (5 0%P£W^^) «r 

10 1 ) 



E G F R^n i/>'^'^— ^PlWf^ffl 




ICso nM 


PD 


0.4 



mmm2 



m m.mmm^u±:^^-.i: 9 ^ij^^ ^#-^tkg-0298) ^^vn/s: {.^xr^m 

20 =« >^ 7 >' /j: o ^j^BJia 4:113^1 hh^\^2. nmiX^X^^ U^o ^Nflia SrPBS-C 1 IsJ 
^^\^1t.m.. m^^m^^vyr (60 nM hyj^ (pH6.8), 2% SDS. 10% ^y-fen — 
yK 5%^— — /K 0.001% l/a^^cn/— /V-://!^—) fcSJS^b 

1 9 



wo 03/101491 PCT/JP03/06988 

tK^cf-X?^^:^ Jj^'f-o J a <*:PY20 (Transduction 

Laboratories, ^ P ^#-^P11120) k. ^'dPci.^— a V ^J-HRPMISfc^"^ 
2 ^^^t:(DAKO, ;<7 a i/#-tP0447) T*^3Sbfc„ l^^>fb^l§3t^liECL western 
5 blotting detection reagents (Amersham pharmacia biotech, ^ o :J^§-^RPN2209) 

Macintosh)Sx h ^7 :7 (ATTO, i5lfpM^-6930) ^fflV>-CtTofCo 



(^2) 







%=i;/ ho— (0. l^M) 


hn— (1/iM) 


PD 


77 


12 



HJS^J 1 . 2 ©i^m J: 9 , PDt:iHer2XimFR©v>-rti/t-?^ VX h mMi^M ^^ir 

^ IP*>. PDd5Her2Xft/^tU5EGFR|JaWj^J UTf^ffii-^ r t ibmMX^ So 
IIWJ3 
15 in vivoMl^^^ 

t hffi^^SHPAC (ATCC#-^RL-2119) . b;K:^^gLS174T (ATCC#-^CL-188) ^bT 
t M*^NCI-H520 (ATCC#-^HTB-182) miCCj: tJ^Abfc. t h^lt^^MElBOti 

20 -^TKG-0437 . ATCC X ^ A ^-g- ATCC# -^HTB-33 ) o BalhUm^ - K ( 
Balb/cAJcl-nu-^ t^^. l^T^t, AW^ 5 31^) W$B^T t^l PBS b 

fc^^t h^JNBJia«r5X10VlOO/zl5^fitb. 7 0B&^jSjabT^*tllt3^©^i^<t:fll 

2 0 



wo 03/101491 PCT/JP03/06988 

mmu<o^mmMmmmmm- 1 )] x i o o 



(^3) 



t M^^HPAC (EGFR, Her2M^'t4) {^^-TS^J^^;^ 


mm 


mg/kg 






MM 




4.6 


100 


PD 


10 


2.4 


39 


PD 


30 


1.4 


11 



(^4) 



t h^'^^^MElSO Her2mW) i^M-t^mf&^^ 


mm 


S-^S mg/kg 


^i^mMmmmmm 


% 3 :x h ci — 


MM 




10.9 


100 


PD • 2HC1 


10 


3.5 


25 


PD • 2HC1 


30 


2.7 


17 



10 (^5) 



t bEJ^0LS174T (EGFRlt'lix Her2|l'|4) \ZM 




mm 


S-^S mg/kg 






MM 




18.2 


100 


PD 


10 


10.7 


56 


PD 


30 


6.8 


34 



(^6) 



b 1 


hi!$^gNCI-H520 (EGFR. Her2Mlt't4) \Z.Mir^Ul^^^ 


mm 


S^* mg/kg 






Mm 




8. 7 


100 


PD • 2HC1 


10 


8.3 


95 


PD • 2HC1 


30 


7.7 


87 



_b|2#^l::^U^jSm*^e>. Her2Xtt/2SttJ«EGFR|JaW^J«. (EGFR. . Her2i^|^tt) 
. (EGFRIS'14. Her2|^44) (EGFR|^14. Her2^'l4) (D^mmKMX^Xmm^m^ 

i^Sr^i-wi:. fiP*>. Her2Xfi/S.XJ«EGFR|aW^RlfiHer2Xf±/&tJ«EGFR<^japmm 

2 1 



wo 03/101491 PCT/JP03/06988 

{ism 

5 t M^^SHPAC (ATCC#^CRL-2119). PANCl (ATCC#-^CRL-1469) , t b y — 
-^TDaudi (ATCC#^L-213), t h:*cM^SLS174T (ATCC##CL-188) fiATCCj;OSIA 
b/Co t h^|^^SA431 (;?;i5'C2i^#-S-TKG-0182). t h^-^^^MElSO n i/# 

^TKG-0437) . t h ?ISHSC-3 ^ o :/#-^TKG-0484) ,HSC-4 o :J^#-^TKG-0489 

bPBS-C 1 lHlJ5fe?#^ U^^tC*^jO. 6mL©RIPA/^ $/ :7 r (SOmM b y ^ (pH7. 4) ^ ISOinM 
mt-rV)) \% NP-40, 0.25% /W^. InM EDTA, '^xi'rT—'^^ 

^3.— ::/lJ:imjibTiO, 000rpm-ei05>r^?&*Pil'i>b;rcoJbft^SiJjiC^3.-::/(c:^UT 
PVDFmtzite^bySio s/^i^^U^^. 0. i% :y>r— >'20^iP h y ^^Iff^^f 

T?EGFRtC*fi"S#M^(*^ (Santa Cruz Biotechnology. a ^#-^sc-03) 
Her2l3:^i- -5 (Upstate biotechnology, ^ :J^##06-562) 
20 -i^3 >' ^JclJlHRP^Sfe^^^i^'^ 2 J^^f4:(ICN Pharmaceuticals, ft if vi ^#-^ 
55689) -e ^ S b o 1^ ^Ir 'fk # ^ )t ^ ^ ECL western blotting detection 
reagents (Amersham pharmacia biotech. ^ n ^#-^RPN2209) -Q^m Ut^^^^ 
/V^ y CCD:*;^ 7t?^J^bfCo 

25 

2 2 



wo 03/101491 PCT/JP03/06988 







1- E&f^ 








1 


HPAC 






9 


PAMn 






3 


ME180 






4 


Daudi 






5 


A431 


^14 




6 


LS174T 






7 


HSC3 






8 


HSC4 







RT-PCRfelC J: SEGFRX»*Her2(^^^?|l^ 



5 Molecular Cloning, A Laboratory Manual Vol. 1, Second Edition|3lt«£V^^^<Sr 

^*SBJia;6^e>S.N.A.P. ™ total RNA isolation kit (invitrogen^ -fJ^xi^^^ 
45-0472) Id i "J total RNASr^fetil LfCo # PjiXl^total RNA(^ 5 *>1 M g^fflV^iilg^ 
S^S^^TJ^fofCo JS^fe^SJCS^Iilst Strand cDNA Synthesis Kit for RT-PCR (Roche 
10 s i3 9'^^^^\ 483 188) ^^V>T^f J^to^Co 

cDNA(^l LSrffl V>-CPCR<Sr=fTo yto EGFR mRNA <?5 ttJ ^ I* >^ 7 ^ — Human 
Epidermal growth factor receptor and GAPDH genes Dual-PCR kit (Maxim Biotech 
, ^ a ^#-^DP-10065-G) SrfflV^, ffil^ttTaKaRa Ex Taq™ (^ 

15 ISii. ti'^xi i^#-^RR001A) ^ffl V^fCo ^l^;#fe'f^(t96'C l^)" l1^-r iJ'/V. QS^C 15> 58 
t) 1^ 30# 301^^^/K 72^: 10^ ^ tV-^'^t^i^tLo Her2 mRNA<^^W^« 

7'9^'^—tiRT-PCR primer set HUMAN erb-B2 (CLP. ^ n ^#-^5254. H) 8lft<^ 
T'^-r^— ^SrffiV>. ^^fiTaKaRa Ex Taq™ (S?@3t. ^ a ^#-^RR001A) ^ffiV> 
S^S#:'Kl^tt94'C 55^60X: 55^ li^-f :5'>'V'. 72t: 2;$^- 94*0 15^ 60t: 15> 40i^^ 

20 rJ'yK 72^:10^ l•i^'r;5'/^t?^fJteo:fco #bti//cPCRM«^lJiov^Tr;«fo— ;^m^^ 

2 3 



wo 03/101491 



PCT/JP03/06988 



r t ;65^d>So r (Z> J: 5 ^J:m^^^^^^xm^\^iSif^ Her2 X«/^ttJ«EGFR (^^ 
mX«fili4^tl^^Us Her2 Xiin/RXJ^ EGFR ;6SJapmmX«^^4'^kbTV^S i^i^ljm 

, ^Si^s^ic#5jfcLWff^. mmm^mmmKWo in"^^^. W}mm^t. m,mm(D^ 

3f:tlllS«, Gy^^Xmm^tlti^mz 002-16213 O^^mt b-C*5t). ^ 



wo 03/101491 PCT/JP03/06988 

5 /&t;«EGFRiJa^^Jo 

10 tBGFR(7)^mXt*?g'l4^#f^b. ^O^m. Her2:Rt;?EGFR;i5ig||iJ^^Xfi?S'l4^kU 

o 

4 . Her2:S:t;5EGFR(??fi&'l4^i^W-r'5fcJ?)<^^^(-<J: |^^>t^c^Her2S.T^EGFR 
tf^^S-Hk^Sr^^fb, Her2S.U«EGFRdSfi514>fkb-rV^Si:^HJ{|ff$ttyS:|!J[^^^^ 

6. Her2S.t;«EGFR(^iSPmmXli«tt<t:l^^H-r5^S^rao-rv^ 
20 Si:^3®$ti.5a#-CfcS. |f^<?5^6ffll^>e>4(^v^•rit^*l^^^:fBm<^|5&W^Jo 

o 

8 . Her2X}^yRX/BGFR(D^m.Xrim^^^m-t^it)b<D^^iim^^^Xi>^ 

25 9. ]ieT2RmGFR(D^^Xi^f^^^^m-r^fcl^<om^7!)^i^^^^Xh^m^(0 
i^m 1 *>e> 4 <?DV^•f 1 m.\^UM(omMMo 

1 0 . neT2m.mmRxj^EGFRmmMi)'^ h^i^ ^^nx^ sit *©i5h 3 \z.uwL<r>^m 

2 5 



wo 03/101491 



PCT/JP03/06988 



1 1. ]iex2m.^MRmGFRmmM^mm^. m^\'i, xni^mm^mm^m^^^x 

14. ;^^S.t;?i^^^^«:^fflV^;fex^^:/y^-<•€~'>^i^^^^S. rt-pcr 
10 I sum. FISHj£. If^'^^a 5^ bfe. S:U5lMf>':^a bifed^Pjj^eS 

1 5. TIB-«K^ (I) 



XtiYdSCR^-efeoT. Vd5CR^-efc«3 ; RMiCi_4T/V^/K Ci_4T/W=»# 
CHaSOgCHgCHaNHCHa-Ar - (ilCl-e. Ar«7in^/K ^71^ 

20 J:V\) X«-C = C-C (R«) (R') (R») (rr-t?. R\ R\ R*tt^tt^ 





2 6 



wo 03/101491 PCT/JP03/06988 

uTJ^-^^^^miTo) Sr^U ; R^J^tK^. ^^nyv, fcKn=^V. C i_4T/i-=3E^yi' 
HCO-R^ (^:i-e. R^«Ci_4T/^'af/K Ci_4T/V'=»'aE^i/s C 2_4r/V'>5r::i 

Tt> J:v^:7ai^/K fyi^/K 3H— r5:^yy/K -f^'Ky/K ^y-Y^^Ky/w 
^ >r>'Ky=^>'K 'fy^^'Ky^/K ih — r^^yj^y/w 2, s-v^tKa-i 

H— <:^^yy/K lH-^V^X^*^)/y/K 2, 3-i^tKa-lH — =ii^X 

10 ^^^?'y'y/wx«iH-^:^y hyT>^y>'i-^^^L ; R^ti^^^i^/K /nd-. 

/V^Vi^/WXf* h y yM3 ^ ^/U'<:^i;?/U'::r=3e^i^^^i"d> ; XJIR ^ fi±IE^ ( a ) 
15 (Om^mX^ R = li#>«r|!tlS[|CyM3y:/, Ci_4T/Wde/V28tt;«Ci_4T/V'=i^ 

i^. Ci_4T/V^/K C2_4r>'V'i^=^>'K C2_4r>^l-^-/K Ci_4T/W=i=¥v^. T 

^y. Ci_4T/V"af>'WT^y. CCi_4T7Vd^/w] r^y. Ci_4T>'W"¥/i^^:*-. 
Ci_4T/w^/v:^/w:7w"^>'K Ci_4r/^=^/^^/^3ii^^/K C i_4T/^^/^:*/i'JiK^ 
20 /K i^/wsK^i^H :;?7/w^^^/K C i_4r/^=^'>;«^/^2j?:=>'K C i_4T/W:<7 y 
/WT^y. N- (C i_4T/W=¥>'W) i;?;/^/-?^-^/^ N. N-v? (Ci_4T>'V#/^) 

16. (4- (3 -:7/P:^-n^^^i;/V';i-dE^v') -^ai^yW) - (6- (5- (( 

2-y ^v^^/v-sj^^/v— j^^/wT^ y) y^/w) -77^-2 — f/W -ify k [ 

2 7 



wo 03/101491 PCT/JP03/06988 

3. 4-d] \i'V ^i^>'-4-yC/^^) -T ^ ; 

{A—^'yi>;vyir^''^y ^=='M - (6- (5- ((2 ^>';^/^J^=/^'-3l^/^ 
N- {4- [(3 -77V';^a^>'v?>'W) "7 - 6- [5- ({[2- ( 

5 p< ^>'V';^/i'x^=:>'i-) ^^>'V] r ^ y } y< - 2 - y /V] - 4 - ds^-^y y ^^r 

N- [4- -T-p^h^v—e- [5- ({[2- ( 

^^/v-] T^y} ^^/v-) -2-7y/w] -4-^-t-y'y ^-r 

10 N- (l-^^'v^yV-lH-^^'t/V^— /^-5-^>'V') - 7-^ h'^rv'- 6 - [5 
- ({[2- C;^^/^^^/!^^^^/^) J^^/W] r^/} -2-7y/V'] -4- 

df^-^-i/y VT^V ; 

N- {3-7/W:^a-4- [( 3 -7/^;^-n^>^v?/W) :^^^^'\ y =t^=^;v) - 6- C 
5_ ({[2- {^^;V7^/v^=^jv) T^J) ;^^/^) -2-7y/V'] -4 

15 -'^E^'^j/y ^^T^:^ ; 

N- [1- (3-7/V':*-D^>'v?>'V) - 1 H--Y ^/yi'— 5 — /W] -6- [ 
2- ({[2- {:^^;V7./V:^:^/V) rc^;v] T^/} ;^^/^) -1, Z-^TV- 

6- [5- ({[2- (pt^/u-^/wji^— yw) T^y} -2-:7y/w 

20 ] -N- [4- (7 3i=^/^^/V3i^=>'V') ^oi^/W] -4— ^•^V'y ^ X ; 

N- { 3-:7yW:^-a-4- [( 3 7a:=-yW - 6- [ 
2- ({[2- (pt^/PJ^/V-J^^^/W T^/} P<5^>'^) -1, 

N- (1 -^^/v^^/u— 1 H— ^V^i/— /V- S—Y/W -6- [2- ({[2— 
25 '^/^;^>'^2jN;i/W 31 T 5 / } p« ^/W) - 1 . 3 -^TV^-zl'- 4 /I'] - 

N- (3-7>'V':^-p-4 ^^:/>?yW;t^i^:7 3i::^/V) -6— [5- ({[2- (^5^ 

2 8 



wo 03/101491 PCT/JP03/06988 

» 

N— (3— :^'ni3 — 4 — <>'i^/l'>t'^->y^:^/i^) —6 - [2— ({[2- 
pi./V:^^/]^) T^y} ^^/W) -4-:7!J;l^] - 4 -^-T^ V l^T ; 

5 N- {3-^pn-4- [(3-:7/i^;ro^>'i;?/W ^ai^^w} - 6- [5 

- ({[2- i:^'^/v:^/i^n^=^jv) :x.^fV\ T^y] -2-:7!;/H -4- 

N- lH->l':^^>^-->'W-5->r/W - 7-:7/i';i-n-6- [5 

- ({[2- (^i^^fV7.jViS(i:=^)V) ai-^yW] r^y} ^^/W -2-7i;/W] -4- 

10 ^-rv^yi^T^^^ \ 

N- (3— h y 4-^>'i^/V';*-^i^7 3i^/V') -6— [5- ({[ 
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